1^ 


Smith et al. ^ Attofty Docket No. 6999.0001 -01 
Serial No. 09/348,469 

5' X-A-P-BvD-C-Y 3* 
in which \^ 

/ X comprise^ splice acceptor sequence; 

Y comprises a ps^yadenyiation signal; 

P is an internal riboscmie entry site (IRES); 

Q is the heterologous gene sequence, including a translation start 
codon; and \ 

A. B and C are, separately, optional linkeh sequences. 


; 

i 

i 




27. (Amendedj/A method according to Claim 26 wherein the heterologous gene 
coding sequence a^o codes for a selectable marker[, such as antibiotic resistance,] and 
the method comprises selecting cells that express the selentablft marker 
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^!|^^^2. (Amended) DNA construct for randomly inserting a heterologous gene 
^qlfence into a host genome, said construct lacking a promoter and comprising the 
sequence: \ 

5' X-A-P-B-Q-C-Y 3\ 
in which \ 

X comprises a splice^acceptor sequence; 

\ 

Y comprises a polyadenylation signal; 

P is an interna! ribosome\^ site (IRES); 

Q is the heterologous gene sequence, including a translation start 

codon; and \ 

A, B and C are, separately, optional linker sequences. 
— — \ 
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i4. (Amended) A DNAxx)nstruct according to Claim 32 in which the 



heterologous gene sequence additioh^ly codes for a selectable marker[, such as 



antibiotic resistance,] to facilitate selection^ cells containing an heterologous gene has 



hppn iqfiQrted into an endogenous aene. 



41 . (New) A methoifl according to Claim 22 wherein the heterologous gene 
coding sequence also cofcles for antibiotic resistance, and the method comprises 
selecting cells that express the antibiotic resistance. 

42. (New) a/dNA construct according to Claim 32 wherein the heterologous 
gene sequence additionally codes for antibiotic resistance. 
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REMARKS 

Applicants have canceled claims 35-40, without prejudice to their rights to 
prosecute these claims in a later filed application. Claims 22, 27, 32, and 34 have been 
amended to render the language of the claims more clear and definite. Applicants 
have added claims 41-42 directed to subject matter deleted, for purposes of clarity, from 
claims 27 and 34. No new matter has been added by these amendments. 

RESPONSE TO RESTRICTION REQUIREMENT 

Applicants confirm their election to continue prosecution of claims 22-29 and 32- 
40 (Group 1) drawn to methods of inserting heterologous gene coding sequences into a 
eukaryotic host genome. The Examiner has withdrawn claims 30-31 (Group 2) from 
further consideration. 
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